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A secondary analysis of the LUX-Lung 8 randomized trial identified the
variants of unknown significance (VUS) of HER2/HER4 mutations. The HER2 and HER4 mutations were
transduced into the mouse pro-B cell line to determine changes in interleukin-3 (IL-3) dependence to
evaluate the transforming ability of them. As a result, only the 3 HER2 mutations E395K, G815R, and
R929W showed transforming ability, suggesting that these mutations may benefit from HER2-TKI
treatment. These results were reported i1n the journal of Lung Cancer. We also explored on-target
acquired resistance mechanisms (secondary mutations) to mobocertinib, which was recently approved by
the U.S. Food and Drug Administration for patients with NSCLC having in-frame insertion in exon 20
of EGFR (X20ins.), using Ba/F3 models harboring X20ins..
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